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REMARKS 

Claims 1-5 and 11-13 are currently pending in the application. Claims 12 and 13 
are canceled while claims 3 and 11 are currently amended. These claims have been 
canceled or amended without prejudice to, or disclaimer of, the subject matter thereof. 
Applicants reserve the right to file continuing applications directed to the subject matter 
of any claim canceled or amended for any reason. New claims 14-16 are added. 

The amendments to claims 3 and 11 and the addition of claims 14-16 place the 
application in better condition for examination. It is submitted that no new matter has 
been introduced by these amendments or new claims with support found throughout the 
specification as filed and particularly at paragraphs [0024], [0032] and [0043]. By these 
amendments. Applicants do not acquiesce to the propriety of the Office's rejections and 
do not disclaim any subject matter to which Applicants are entitled. Cf. Warner 
Jer)kmson Co. v. Hilton-Davis Cliem. Co., 41 USPQ.2d 1865 (US 1997). 

I. Claim Objections 

The Office objects to claim 3 because ceruleus is mis-spelled. Office Action 
mailed June 5, 2009 ("OA"), page 2. Applicants have corrected this spelling. 

Accordingly, Applicants respectfully request that the Office reconsider and 
withdraw the pending objection to claim 3. 

II. 35 use § 103 Rejections 

Claims 1-5 and 11-13 stand rejected under 35 USC § 103(a) as allegedly 
rendered obvious by Arnsten, et al. (Science, Vol. 230; pgs. 1273-1276; hereinafter 
"Arnsten") in view of U.S. Patent No. 6,627,210 (hereinafter "Olejnik") in view of Chan- 
Palay, et al. (The Journal of Comparative Neurology, 287: 373-392; hereinafter "Chan- 
Palay"). OA, page 3. Applicants respectfully disagree. 

To maintain a proper rejection under 35 U.S.C. § 103, the Office must meet four 
conditions to establish a prima facie case of obviousness. First, the Office must show 
that the prior art suggested to those of ordinary skill in the art that they should make the 
claimed composition or device or carry out the claimed process. Second, the Office 
must show that the prior art would have provided one of ordinary skill in the art with a 
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reasonable expectation of success. Both the suggestion and the reasonable 
expectation of success must be adequately founded in the prior art and not in an 
applicant's disclosure. Third, the prior art must teach or suggest all the claim limitations. 
In re Vaeck, 20 U.S.P.Q.2d 1438, 1442 (Fed. Cir. 1991). Fourth, if an obviousness 
rejection is based on some combination of prior art references, the Office must show a 
suggestion, teaching, or motivation to combine the prior art references ("the TSM test"). 
In re Dembiczak, 50 U.S.P.Q.2d 1614, 1617 (Fed. Cir. 1999). Following KSR Int'l Co. v. 
Teleflex, Inc., this fourth prong of the prima facie obviousness analysis must not be 
applied in a rigid or formulaic way such that it becomes inconsistent with the more 
flexible approach of Graham v. John Deere, 383 U.S. 1, 17-18 (1966); 127 S. Ct. 1727 
(2007). It must still be applied, however, as the TSM test captures the important insight 
that "a patent composed of several elements is not proved obvious merely by 
demonstrating that each of its elements was, independently, known in the prior art." Id. 
at 1741 (citing United States v. Adams, 383 U.S. 39, 50-52 (1966)). 

The Office bases its 35 USC § 103 rejections on the premise that the cited 

combination of references provides a reasonable expectation of success because 

Alzheimer's and Parkinson's "have similar pathologies." OA, page 4. The art cited by 

the Office refutes this position, however, by teaching that the pathologies of Alzheimer's 

and Parkinson's are quite different. Particularly, Chan-Palay states that, 

[tjhe present study provides qualitative and quantitative investigations of 
the norepinephrine (NE) neurons in the locus ceruleus (LC) in two 
neurodegenerative disorders, the senile dementia of the Alzheimer type 
(SDAT) and Parkinson's disease. 

Chan-Palay, Abstract. Chan-Palay explains that, 

[ajccording to the responsiveness to L-dopa treatment, [some] have 
postulated that two separate disorders can be distinguished in PD: an 
exclusively motor disorder ... with ... a better response to L-dopa; and 
another ... with a more fulminant course and a poorer response to L-dopa. 
There exists a controversy over the distinction of 'cortical' dementia found 
in SDAT [senile dementia of the Alzheimer type] and 'subcortical' 
dementia present in PD patients. Several authors have claimed that in 
neuropsychological tests the dementia of SDAT, characterized mainly by 
aphasia, amnesia, agnosia and apraxia, can be distinguished from that 
found in PD patients, in whom the dementia is characterized by slowness 
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of mental processing, forgetfulness, impaired cognition, apatliy and 
depression ... [while others have found no psychopathological difference]. 

Chan-Palay, page 375, 2"^^ column. Following the immunocytochemical studies it 
describes, Chan-Palay concludes that their findings allow them to report, 

changes in LC catecholamine neuron morphology; the topographic 

distribution of the neurons with these alterations; and the number of 
neurons destroyed in each dementing disease which clearly differentiate 
between the controls, SDAT cases and those in the Parl<inson's disease 
group. 

Chan-Palay, page 391, 1®' column (emphasis added). Based on these teachings of 
Chan-Palay that the pathologies of SDAT and Parkinsonian dementias are clearly 
differentiated , the Applicants strongly disagree with the Office's position that the 
combination of cited references provides a reasonable expectation of success because 
the diseases share "similar pathologies." 

Accordingly, Applicants respectfully request that the Examiner reconsider and 
withdraw the pending rejections of claims 1-5 and 1 1 under 35 U.S.C. § 103(a). 

Regarding new claims 14-16 particularly, the cited art does not teach or suggest 

all of the elements of these claims. One unexpected finding discovered by the current 

inventors is the fact that, 

brimonidine and its derivatives are able, when administered systemically, 
to provide neuroprotection to the nerve cells of the brain. Brimonidine and 
its derivatives have a dramatically broader therapeutic window between 
their neuroprotective activity and their sedative activity than most 
previously characterized alpha adrenergic agonists. 

US 2004/01 16436, Paragraph [0023]. The pending specification also teaches that, 

both the therapeutic and sedative effects of Tizanidine and 
clonidine are seen beginning at concentrations of about 100 
micrograms/kg, when applied IP. By contrast, while the therapeutic 
effects of brimonidine can begin to be measured at 10 
micrograms/kg, the sedative effect of brimonidine first becomes 
noticeable at about 30 micrograms/kg. Brimonidine can thus be 
used systemically to provide neuroprotective activity with less 
concern of oversedating the patient. 

US 2004/0116436, Paragraph [0032]. New claims 14-16 recite administering 
brimonidine or a pharmaceutically effective salt thereof wherein the dose of said 
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administered brimonidine or pliarmaceutically effective salt tliereof is between about 10 
|jg/kg and about 29 MQ/kg and does not cause sedative effects in said mammal. Neither 
Arnsten, Olejnik nor Chan-Palay teach or suggest this limitation. 
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CONCLUSION 

Applicants submit that the present application is now in condition for allowance. 
If the Examiner has any questions or believes further discussion will aid examination 
and advance prosecution of the application, a telephone call to the undersigned is 
invited. If there are any additional fees due in connection with the filing of this 
amendment, please charge the fees to undersigned's Deposit Account No. 50-3207. If 
any extensions or fees are not accounted for, such extension is requested and the 
associated fee should be charged to our deposit account. 



Respectfully Submitted, 



Date: December 1 . 2009 /C. Rachal Winger. Ph.D./ 

C. Rachal Winger, Ph.D. 
Registration No. 55,815 
CusTOiviER Nuiviber: 51957 



Allergan, Inc. (t2-7H) 

2525 Dupont Drive 
Irvine, California 92612 
Telephone: (714)246-4920 
Facsimile: (714)246-4249 
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